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Incidéncia de AVC ou AIT apds TAVI
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Incidéncia de sangramento maior apos TAVI
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Recomendacao das diretrizes

Table 1. Current Antithrombotic Treatment Recommendations After TAVR

Guidelines and Expert

Consensus Recommendations Class-Level of Evidence
ESC/EACTS 2017 guidelines’ Patients without underlying indication for chronic OAC
Dual antiplatelet should be considered for the first 3-6 mo after TAVR, lla—C

followed by life-long single antiplatelet therapy in patients who do not need
oral anticoagulation for other reasons.

Single antiplatelet therapy may be considered after TAVR in the case of high liIb—C
bleeding risk

Patients with underlying indication for chronic OAC

Oral anticoagulation is recommended life-long for patients with surgical IC
or transcatheter implanted bioprosthesis who have other indications for
anticoagulation.

AHA/ACC 2017 updated Patients without underlying indication for chronic OAC

recommendations? . . _ .
Anticoagulation with a VKA to achieve an INR of 2.5 may be reasonable in llb-B NR
patients at low risk of bleeding for at least 3 mo

Clopidogrel 75 mg the first 6 mo after TAVR may be reasonable in addition llb—C
to life-long aspirin 75-100 mg daily

Patients with underlying indication for chronic OAC

No specific recommendation

Guedeney et al; Antithrombotic Regimen Post-TAVRCirc Cardiovasc Interv. 2019



Estudos em andamento do esquema anticoagulacao e
antiplaguetarios apos TAVI

Study Name Patient Groups Primary Endpoint Planned Recruitment (n)  Completion Date

ATLANTIS® Apixaban versus Death, M, stroke, embolism, 1,509 2019
DAPT or VKA prosthesis thrombus, major bleeding

GALILEO® Rivaroxaban + aspirin Death, M.l' stroke, emb0|i§m, | 1,520 INTERROMPIDO 2018
versus DAPT prosthesis thrombus, major bleeding

GALILEO (sub-study: Rivaroxaban + aspirin Leaflet thickening and motion 300 2018

evaluation by 4DCT)* versus DAPT

POPULAR TAVF Aspirin versus DAPT versus Bleeding 1,000 2017
OAC versus OAC + clopidogrel

AUREA® DAPT versus OAC for Cerebral thromboembolism by 124 2018
3 months following TAVI cardiac magnetic resonance imaging

4DCT = four-dimensional, volume-rendered computed tomography; ATLANTIS = Anti-thrombotic Strategy After Trans-aortic Valve Implantation For Aortic Stenosis, AUREA = Dual Antiplatelet
Therapy Versus Oral Anticoagulation for a Short Time to Prevent Cerebral Embolism After TAVI; DAPT = dual antiplatelet therapy; GALILEO = Global Study Comparing A Rivaroxaban-Based
Antithrombotic Strategy To An Antiplatelet-Based Strategy After Transcatheter Aortic Valve Replacement To Optimize Clinical Outcomes, Ml = myocardial infarction; OAC = oral anticoagulation;
POPULAR TAVI = Antiplatelet Therapy For Patients Undergoing TAVI; VKA = vitamin K antagonist.



Atlantis Trial

1509 patients after successful TAVI procedure
I
v ¥

[ Stratum 1 ] [ Stratum 2 J

No indication for OAC

Indication for OAC
— O —®—

| DAPT/SAPT |
v

Primary end-point is a composite of death, MI, stroke, systemic emboli,
intracardiac or bioprosthesis thrombus, episode of deep vein thrombosis or
pulmonary embolism,major bleedings over one year follow-up.

*2.5mg bid if :
— creatinine clearance 15-29mL/min
— two of the following criteria: age=80 years, weight<60kg or creatininez1,5mg/dL (133uMol)

— Concomitant oral antiplatelet therapy

- Experimental arm Standard of care

Figure 1. Study design. OAC, Oral AntiCoagulant; DAPT, Dual Antiplatelet Therapy; SAPT, Single Antiplatelet Therapy; VKA, Vitamin-K-Antagonist.

J.-P. Collet et al. / American Heart Journal 200 (2018) 44-50
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CAD Management Before TAVR CAD Management After TAVR

Prevalence of CAD in TAVR
Recipients According to Surgical Risk
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Fut p cti « Potential increased difficulties for coronary access

(particularly RCA) in some cases (taller stent frame/sealing skirt,
: : small sinus of Valsalva, low coronary height)

» CTA: Reasonable alternative to coronary angiography for the

evaluation of CAD pre-TAVR
* FFR/iFR: Feasible and safe, promising preliminary results Poor Outcomes Associated With ACS Post-TAVR

Faroux, L. et al. J Am Coll Cardiol. 2019;74(3):362-72.



Trombose apods TAVI
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Interv Cardiol 2018 Jan; 13(1): 33—-36.



Excluidos :

* Stent
farmacolégico 3
meses

* Stent
convencional 1
més

The N EW ENGILAND JOURNAL of MEDICINE

|I ORIGINAL ARTICLE I|

Anticoagulation with or without Clopidogrel
after Transcatheter Aortic-Valve Implantation

V.J. Nijenhuis, J. Brouwer, R. Delewi, R.S. Hermanides, W. Holvoet, C.L.F. Dubois,
P. Frambach, B. De Bruyne, G.K. van Houwelingen, J.A.S. Van Der Heyden, Po ular TAVI
P. Tousek, F. van der Kley, |I. Buysschaert, C.E. Schotborgh, B. Ferdinande, p
P. van der Harst, J. Roosen, J. Peper, FW.F. Thielen, L. Veenstra,
D.R.P.P. Chan Pin Yin, M_. Swaans, B J.W.M. Rensing, AW_. van 't Hof,
L. Timmers, J].C. Kelder, P.R. Stella, J. Baan, and J.M. ten Berg

The NEW ENGLAND JOURNAL of MEDICINE Coorte B

Anticoagulation with or without Clopidogrel after TAVI

OPEN-LABEL RANDOMIZED TRIAL

Anticoagulation Anticoagulation

%} +Clopidogrel | ¢ (\arfarina) >24% DOACS

75 mg dally for 3 mo

Patlents,undergmng TAYI and
N\ v
recewmg oral antlcoagulqv\on (N=157)

All bleeding W

at12 mo

(N=156)

34 Patients (21.7%) 54 Patients (34.6%)

Risk Ratio, 0.63; 95% CI, 0.43 to 0.90; P=0.01

N Oll)ll-PE(}Ced “I'S'el ated 34 Patients (21.7%) 53 Patients (34.0%)
eeding at 12 mo Risk Ratio, 0.64; 95% CI, 0.44 to 0.92; P=0.02

Oral anticoagulation alone was associated with fewer bleeding events than

oral anticoagulation plus clopidogrel.

V.J. Nijenhuis et al. 10.1056/NEJMo0a1915152 Copyright © 2020 Massachusetts Medical Society N Engl J Med 2020; 382:1696-1707
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326 Patients underwent randomization

\/ \l

164 Were assigned to receive oral 162 Were assigned to receive oral anti-
anticoagulation monotherapy coagulation plus clopidogrel for 3 mo

6 Were excluded

7 Were excluded
4 Withdrew written informed 1 Withdrew written informed
consent consent
2 Had no initiation of TAVI 3 Had no initiation of TAVI
-~ -
or had procedure that was

or had procedure that was
aborted or converted aborted or converted
to open surgery

to open surgery
1 Had screening failure 2 Had screening failure

\ \

157 Were eligible for analysis 156 Were eligible for analysis
157 Were included in the intention- 156 Were included in the intention-

to-treat population to-treat population

l l

157 Completed 12-mo follow-up 156 Completed 12-mo follow-up

Figure 1. Randomization and Follow-up.
TAVI denotes transcatheter aortic-valve implantation.

Popular TAVI

N EnglJ Med 2020; 382:1696-1707
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Short-Course Dual Antiplatelet Therapy
vs. Oral Anticoagulation to prevent
Cerebral Embolism after Transcatheter
Aortic Valve Replacement

Aureao trial

Victor Alfonso Jimenez Diaz, MD, MPH
Hospital Alvaro Cunqueiro
University Hospital of Vigo, Spain
On behalf of AUREA trial investigators
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[ Background AureaG )

* A incidéncia de pequenas lesdes cerebrais ap0s troca valvar adrtica € muita alta
= 60-100%
= Maioria assintomatica ou clinicamente silencioso
- Detectado pela DW-MRI N %, b &
* Eventso isquémicos cerebrais estdo associados : g &1
= Disfuncéo cognitive
= Delirium durante hospitalizacéo | “
= Deméncia precoce

= Reducdo da qualidade de vida em longo prazo 7 (/)

* N&o ha estudos prospectivois randomizados comparando DAPT vs. OAC fpara
prevencao de eventos de microembolias cerebrais apos TAVI

- @\ (5 giovascular®

' tc t 2019 Kahlert et al. Circulation 2010,121:870-878. Ghanem et al. J Am Coll Cardiol. 2010;55:1427-1432. Rodés-Cabau et al. JACC 2011;57:18-28 ' Research Foundation




Study Methodology

Pacientes em RSR e risco intermediario TAVI

INCLUSION CRITERIA:
Severe degenerative AS accepted for TAVR
Informed consent signed prior to any study procedures

EXCLUSION CRITERIA:

Patients under chronic OAC for any indication

Patients with contraindication for DAPT

Patients with contraindication for MRI study

Proven allergy to Aspirin, Clopidogrel or Acenocoumarol
TIA or stroke <14 days prior TAVR

Non-revascularized severe CAD or carotid disease

Life expectancy <12 months

Thrombocytopenia (<50,000 platelets/pl)

Use of any potent inhibitors of cytochrome P450-3A

Active cancer, risk of non-compliance, risk that monitoring could not be
performed

& tct2019

Area de Cardioloxia

130 patients with AS enrolled in 2 clinical sites
in Spain

7 patients: no
baseline MRI

123 patients with baseline DW-MRI

123 patients with received successful TAVI
and were randomized to:

ASA 100mg + Acenocoumarol
Clopidogrel 75mg (INR target 2-3)

! !

3 months of treatment + Endpoints evaluation

N C5rdiovascular®
AUI"@&G\ " Research Foundation



Area de Cardioloxia
Garelem Hoptaro

Pacientes em RSR e
risco intermediario
TAVI

Study Results

123 patients with baseline DW-MRI prior TAVR

ASA 100mg +
Clopidogrel 75mg

T~

Acenocumarol
(INR target 2-3)

/

Crossover

/

7 patients:

need for coronary or femoral stent implantation (4),
thrombocytopenia (2), physician decision (1)

& tct2019

DW-MRI at 6-day in 42

DW-MRI at 90-day in 50

4 deaths l

Clinical FU at 6-month in 58

~

7 patients:
new-onset atrial
fibrillation

DW-MRI at 6-day in 38

|
DW-MRI at 90-day in 48

l 4 deaths

Clinical FU at 6-month in 57

AureaG\

“ Cardiovascular ®
' Research Foundation



Primary Endpoint: Incidence of new brain lesions in DW-MRI

% of patients with new ischemic lesions
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Safety outcomes at 6-month after TAVI
Composite events
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Total population DAPT group OAC group
MACEs= All-cause death, TIA/stroke, Ml.  NACEs= All-cause death, TIA/stroke, MI, major bleeding
N\ N\ Cardiovascular®
" tCt2019 « ‘ Avea de Cardioloxia AUT@&G\ " Research Foundation




Sz Conclusdes Aurea(s "\

* Em pacientes com EA e ritmo sinusal, DAPT foi nao inferior ao cumarinico
(Acenocoumarol para prevencéao de eventos isquémicos cerebrais detectados
pela DW-MRI em 6-dia e 3 meses apds TAVI

* Pacientes sem indicacéo para ACO, o uso do cumarinico (acenocoumarol ) nao
ofereceu beneficio sobre DAPT na reducao de les6es isquémicas cerebrais
detectadas pela DW-MRI

 Na&o ocorreram diferencas nas avaliacbess neuroldgicas e/ou cognitivas entre os
grupos até o periodo de seguimento (6 meses)

* Aincidénciade lesOes isquémicas cerebrais detectadas pela DW-
MRIlapos TAVI é alta, e seu prognostico em longo prazo ainda é incerta

& tct2o19 B Cordiovescuior®



Estratégias para reduzir sangramento

* Melhoras tecnoloégicas

* Tamanho de SHEATH

* Melhor selecao, rota de acesso
 Dispositivos percutaneos: perclosure
* Terapia antitrombotica

* Maior experiéncia



Menor incidéncia de AVE com nova geracao de
proteses

B Event rate for 30-day major stroke |
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* Meta-analysis of ~20 non-randomized, mostly
Fand ofcts 00 ool 003 - - FIM, valve-company sponsored studies

Compare with: PARTNER =3 3%, PARTNER B=5.0%, PARTNER IB=3.1%
CoreValve High Rish=3 9% CorsValve Extrame Rush=2 3%

UK TAVI=4. 1% *, FRANCE 2=2.3%. European Seatinel Registry=18% * 2.4% major stroke at 30-days

Mets-analysis of 20d geaeration TAVI valves (F=38.471, tae’=0.00}

Athappan, et al. A systematic review on the safety of second-generation transcatheter aortic
valves. Eurointervention 2016; 11:1034-1043




Neuroprotecao

Unique Filter in both carotids from right radial Randomized Clinical Trial
Sentinel — National Co Pl — Kapadia, Kodali, Linke

Data From CLEAN TAVI
German Pilot Trial
100 Randomized Patients
Brain Infarctions
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TAVI: Terapia Antitrombdtica
Situacoes Especiais
* Fibrilacao atrial
* Doenca coronaria
» Cronica (estavel)
» SCA
» Stents recentes

* Doenca Arterial periférica/ Aorta e cerebrovascular

e Trombose de folheto



TAVI + Fibrilacao Atrial

* FA ocorre em 1/3 da populacao TAVI
 FA nova, até 30 dias: 10 — 18%
e Uso de AP nao reduz o risco de eventos tromboembadlicos

* A Varfarina é o unico ACO testado até o momento, sendo mais
efetivo do que AP

e QOcorréncia de evento hemorragico aumenta a mortalidade a 1 ano
em 50%



TAVI — Terapéutica com ACO

. Com indicacao para ACO (FA ou outra indicacao)

- Varfarina como Monoterapia

A- Caso Associagcao com SCA/STENT
- Apds SCA: Varfarina + AP unico por 3-6 meses (AAS ou Clopidogrel)
- ApOds Stent: Varfarina + DAPT por 1 més, a seguir manter AP Unico.

- Caso risco hemorragico alto Varfarina + AP(clopidogrel) Unico pelo
menor tempo possivel.

Il. DOACs podem ser considerados, porém, até o momento nao definidas
suas indicacoes. Estudos em andamento.



Terapéutica anti-trombotica apds TAVI

* Melhor regime anti-trombotico permanece indefinido

* Recomendacodes atuais baseadas em opinides de especialistas e
registros

e Estudos randomizados em andamento definirao as melhores praticas.



TAVI — Terapéutica Anti-Trombdtica
Fatores de Risco Para Sangramento

* Fase aguda e sub-aguda

» |dade, IRC, labilidade de RNI, relacionadas ao acesso, ruptura

* Fase Tardia

» |dade, fragilidade, risco de queda, IRC, Historia de sangramento,
insuficiéncia hepatica, baixo peso, anticoagulacao, HAS
descontrolada, anemia, ulcera péptica, neoplasia, abuso alcool,
malformacao AV, trombocitopenia, polimorfismos genéticos



TAVI — Terapéutica Anti-Trombdtica
Fatores De Risco Para Tromboembolismo

* Fase aguda e sub-aguda

> |dade, DAC, DAOP, FA, IRC, patologia do arco aortico.

* Fase Tardia

» ldade, DAC, DAOP, FA (Silenciosa/nova), AVC, IRC, Disfuncao VE,
DM, patologia arco adrtico, doenca carotidea, endocardite, mal
posicionamento da protese.



TAVI: Terapéutica Anti-Trombdtica
Trombose Folheto

- Na presenca de trombose com repercussao clinica e ou gradiente
elevado: uso de Varfarin é indicado

- Na presenca de HALT: uso de ACO é indefinido
- Estudos em andamento para definir maior entendimento e conduta

 HALT: HypoAtteunated Leaflet Thickening



Perguntas Sem Resposta

Melhor regime AP (aspirina, Clopidogrel, Ticagrelor)
Melhor regime DOAC (Monoterapia ou associacao com AP unico)

Relevancia de trombose sub-clinica e suas consequliéncias (estudos
com TC)

Relevancia do embolismo cerebral e correlacao com os diversos
esquemas anti-trombaoticos.
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